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Introduction : 

A  significant  proportion  of  prostate  cancer  patients 
treated  with  radiotherapy  develop  erectile  dysfunction  and 
urinary  morbidity  induced  by  exposure  to  a  high  dose  of 
radiation.  In  some  cases  there  are  explanations  for  these 
reactions,  such  as  doses  to  large  volumes  of  normal  tissue 
or  pre-existing  medical  conditions  such  as  diabetes  or 
collagen  vascular  diseases.  However,  there  exists  an 
important  subset  of  patients  with  no  clear  explanation  for 
excessive  post-treatment  morbidity  and  the  potential  for  a 
genetic  basis  must  be  considered.  The  purpose  of  this  study 
is  to  investigate  whether  the  ATM  gene  plays  a  role  in  this 
radiation  sensitivity.  This  gene  was  selected,  as  the 
protein  it  encodes,  plays  a  critical  role  in  the  response 
of  cells  to  irradiation  and  the  repair  of  radiation-induced 
damage.  Furthermore,  cells  possessing  one  mutated  copy  of 
this  gene  are  radiosensitive.  In  addition,  the  results  of  a 
pilot  study  screening  breast  cancer  patients  are  supportive 
of  the  hypothesis  that  patients  who  are  carriers  of  an  ATM 
mutation  are  more  likely  to  develop  radiation-induced 
complications . 

The  principal  goal  of  this  project  is  to  determine 
whether  men  who  inherit  a  mutated  copy  of  the  ATM  gene  are 
more  prone  to  the  development  of  radiation-induced  erectile 
dysfunction  and  urinary  morbidity.  This  will  be 
accomplished  through  comprehensive  screening  of  the  ATM 
gene  for  germline  mutations.  If  a  correlation  is  found 
between  radiosensitivity  and  ATM  heterozygosity,  this  would 
indicate  that  possession  of  a  mutated  copy  of  the  ATM  gene 
results  in  susceptibility  to  complications  for  prostate 
cancer  radiotherapy  patients.  In  addition,  a  determination 
will  be  made  as  to  the  pathogenic  consequences  of  each  ATM 
mutation  through  the  use  of  functional  studies  that  will 
examine  the  ability  of  the  ATM  protein  to  act  normally  in 
cells  from  patients  who  are  carriers  of  a  mutation  in  this 
gene.  This  project  represents  the  first  study  to  use  the 
powerful  DHPLC  mutation  screening  technique  to  investigate 
the  association  between  possession  of  a  mutated  ATM  gene 
and  both  erectile  dysfunction  and  the  entire  clinical 
course  of  a  patient’s  urinary  morbidity  after  treatment 
with  radiation  for  prostate  cancer.  It  is  also  the  first 
study  to  examine  whether  there  is  a  correlation  between  the 
presence  of  a  mutation,  development  of  a  radiation-induced 
complication,  and  impairment  of  ATM  protein  function  based 
upon  cellular  and  molecular  analyses. 
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Body : 

My  annual  report  covers  the  period  from  2/1/05  to  1/31/06. 

I  will  successfully  complete  the  Mount  Sinai  Clinical 
Research  Training  Program,  which  is  sponsored  by  an  NIH  K30 
Clinical  Research  Curriculum  Award.  In  addition  to  the 
training  plan  regarding  the  Clinical  Research  Training 
Program  I  have  completed  additional  coursework  offered  by 
Mount  Sinai  will  be  conferred  a  masters  degree  in  Clinical 
Research  in  May  2006.  My  coursework  this  year  included 
Clinical  Research  Thesis  Project,  Clinical  Research  Thesis 
Project  Design,  Clinical  Studies  Journal  Club  I,  Clinical 
Studies  Journal  Club  II,  Clinical  Research  Works  in 
Progress  Seminar  Series  I,  Clinical  Research  Works  in 
Progress  Seminar  Series  II,  and  Scientific  Writing  and 
Presentation . 

I  have  performed  DHPLC  on  163  men  from  the  Mount  Sinai 
Prostate  Cancer  Tissue  Repository.  I  am  currently 
finalizing  the  required  PCR  work  for  the  group.  I  have 
accrued  35  of  the  expected  50  patients  needed  for  the  study 
who  developed  erectile  dysfunction  following  brachytherapy . 
In  addition  I  have  accrued  21  patients  of  an  expected  50 
with  severe  urinary  morbidity  following  the  brachytherapy. 
In  addition  I  have  also  performed  DHPLC  on  107  patients  who 
did  not  have  either  erectile  dysfunction  nor  severe  urinary 
morbidity  following  the  procedure. 

I  have  published  my  first  collaborative  publication  in 
association  with  Jan  Overgaard' s  group  in  Denmark.  The 
publication  details  an  analysis  of  the  ATM  gene  in 
patient's  with  severe  radiation  side  effects  following 
radiotherapy  for  breast  cancer.  In  addition,  I  have 
continued  to  spend  4  hours  with  Simon  Hall  M.D.,  the 
chairman  of  Urology  at  Mount  Sinai;  in  the  Maury  Dean 
Center  for  Prostate  Health.  From  these  meetings  I  have 
continued  to  solidify  my  research  ties  with  his  faculty.  I 
am  working  with  Natan  Bar-Chama  MD,  an  expert  in  the 
diagnosis  and  treatment  of  erectile  function,  on  a 
prospective  study  of  the  use  of  sildenafil  to  prevent 
brachytherapy  induced  erectile  dysfunction.  Lastly,  my 
department  recruited  another  physician  named  Johnny  Kao, 
M.D.  in  July  2005,  who  has  also  been  awarded  a  Physician 
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Research  Training  Grant  from  the  Department  of  Defense.  We 
have  several  protocols  and  collaborative  projects  which  are 
ongoing . 


I  have  published  four  articles  this  year  as  an  author,  (see 
references)  In  addition,  I  gave  an  oral  presentation  at 
this  years  American  Society  of  Radiation  Oncology  meeting 
entitled,  "Impact  of  Low  Dose  Rate  Prostate  Brachytherapy 
on  the  Sexual  Health  of  Men  with  Normal  Pre-treatment 
Sexual  Function;  an  Analysis  at  Seven-years  Minimum  Follow¬ 
up."  I  also  gave  an  invited  talk  at  this  years  Radiation 
Research  Society  meeting  at  a  session  entitled,  "Update  of 
Normal  Tissue  Radiobiology  in  the  IMRT  Era";  my  talk  was 
entitled, "  Towards  a  predictive  genetic  model  of  adverse 
late  radiation  effects."  These  talks  were  in  addition  to 
several  other  collaborative  efforts,  (see  appendix) 

In  terms  of  obtaining  additional  funding  opportunities,  I 
have  received  funding  from  the  NIH  Loan  Repayment  Program. 
In  addition,  in  association  with  my  mentor  Barry 
Rosenstein,  PhD,  work  on  a  study  entitled,  "ATM  sequence 
variants  are  predictive  of  adverse  radiotherapy  response 
among  African-American  men"  from  the  American  Cancer 
Society,  continues  to  progress  on  schedule. 
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KEY  RESEARCH  ACCOMPLISHMENTS: 

Completed  18  months  of  coursework  required  for  Clinicial 
Research  Training  Program. 

Perform  PCR  with  DNA  samples  isolated  from  35  with  erectile 
dysfunction  and  21  patients  with  severe  urinary  side 
effects  and  75  matched  controls  obtained  from  the  Mount 
Sinai  Prostate  Cancer  Patient  Tissue  Repository. 

Completed  DHPLC  on  163  patient's  obtained  from  the  Mount 
Sinai  Prostate  Cancer  Tissue  Repository.  In  addition,  I 
have  identified  all  abnormal  chromatograms  within  the 
sampled  group. 

I  have  completed  the  DNA  sequencing  of  all  to  identify  PCR 
products  that  may  possess  ATM  mutations  based  upon  the 
appearance  of  aberrant  chromatograms. 

I  have  established  a  research  collaboration  with  Jan 
Overgaard' s  group  in  Denmark.  His  group  leads  European 
efforts  to  identify  a  link  between  clinical  radiation 
sensitivity  and  an  individual's  genetics. 

I  presented  my  findings  regarding  this  project  at  an 
invited  talk  at  the  Radiation  Research  Society' s  annual 
meeting  in  Denver  Colorado,  10/18/2005  and  at  the  Annual 
American  Urological  Association  in  San  Antonio,  Texas 
5/2005. 

I  have  obtained  funding  from  the  National  Institutes  of 
Health  under  the  Loan  Repayment  Program.  My  initial 
funding  period  will  be  from  7/1/2005  to  6/30/2007. 
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REPORTABLE  OUTCOMES: 

Publications : 

Andreassen  CN,  Overgaard  J,  Alsner  J,  Overgaard  M,  Herskind 
C,  Cesaretti  JA  et  al .  ATM  sequence  variants  and  risk  of 
radiation-induced  subcutaneous  fibrosis  after 
postmastectomy  radiotherapy.  Int  J  Radiat  Oncol  Biol  Phys . 
2006  Mar  l;64(3):776-83.  Epub  2005  Dec  9. 

Stock  RG,  Cesaretti  JA,  Stone  NN.  Disease-specific  survival 
following  the  brachytherapy  management  of  prostate  cancer. 
Int  J  Radiat  Oncol  Biol  Phys.  2006  Mar  1;64(3)  :  810-6.  Epub 
2005  Nov  23. 

Stock  RG,  Stone  NN,  Cesaretti  JA,  Rosenstein  BS . 
Biologically  effective  dose  values  for  prostate 
brachytherapy:  Effects  on  PSA  failure  and  posttreatment 
biopsy  results.  Int  J  Radiat  Oncol  Biol  Phys.  2006  Feb 
1;  64  (2)  :527-33.  Epub  2005  Oct  19. 

Kollmeier  MA,  Stock  RG,  Cesaretti  J,  Stone  NN.  Urinary 
morbidity  and  incontinence  following  transurethral 
resection  of  the  prostate  after  brachytherapy.  J  Urol.  2005 
Mar; 173 (3) : 808-12.  Review. 


Presentations : 

Cesaretti  JA.  "Towards  a  predictive  genetic  model  of 
adverse  late  radiation  effects."  Radiation  Research 
Society/ASTRO  Joint  Session  "Update  of  Normal  Tissue 
Radiobiology  in  the  IMRT  Era"  Moderators  Travis  E  and 
Anscher  M.,  October  2005,  Denver,  Colorado 

Cesaretti  JA.  "Radiation  Therapy  for  Esophageal  Carcinoma." 
From  Gastroesophageal  Reflux  Disease  to  Esophageal  Cancer: 
New  Treatments  and  Technologies,  April  2,  2005,  The  New 
York  Academy  of  Medicine,  New  York,  New  York. 

Cesaretti  JA.  "Intensity  Modulated  Radiation  Therapy  for 
Prostate  Cancer"  and  "Combined  Modality  Therapy  for 
Prostate  Cancer."  Advanced  Workshop  in  the  Treatment  of 


Prostate  Cancer,  April  27-29,  2005,  The  New  York  Academy  of 
Medicine,  New  York,  New  York. 


Cesaretti  JA.  "Intensity  Modulated  Radiation  Therapy  for 
Prostate  Cancer"  and  "Combined  Modality  Therapy  for 
Prostate  Cancer."  Advanced  Workshop  in  the  Treatment  of 
Prostate  Cancer  II,  September  27-29,  2005,  The  New  York 
Academy  of  Medicine,  New  York,  New  York. 

Cesaretti  JA,  Stone  NN,  Stock  RG.  "Impact  of  Low  Dose  Rate 
Prostate  Brachytherapy  on  the  Sexual  Health  of  Men  with 
Normal  Pre-treatment  Sexual  Function;  an  Analysis  at  Seven- 
years  Minimum  Follow-up."  ASTRO  47th  Annual  Meeting, 

October  2005,  Denver,  Colorado.  (Oral  Presentation) 

Zagar  TM,  Stone  NN,  Cesaretti  JA  (presenter).  Stock  RG. 
"Assessment  of  Post-Brachytherapy  Sexual  Function:  A 
Comparison  of  the  IIEF-5  and  the  MSEFS . "  ASTRO  47th  Annual 
Meeting,  October  2005,  Denver,  Colorado.  (Poster 
Discussion) 

Stock  RG,  Stone  NN,  Cesaretti  JA,  Rosenstein  BS . 
"Biologically  Effective  Dose  Values  for  Prostate 
Brachytherapy:  Effects  on  PSA  Failure  and  Post-Treatment 
Biopsy  Results."  ASTRO  47th  Annual  Meeting,  October  2005, 
Denver,  Colorado.  (Poster  Presentation) 

Ho  AY,  Atencio  DP,  Fan  G,  Green  S,  Formenti  SC,  Haffty  BG, 
Bernstein  JL,  Iyengar  P,  Stock  RG,  Cesaretti  JA,  Rosenstein 
BS .  "ATM  Sequence  Variants  as  Predictors  for  Late  Normal 
Tissue  Responses  in  Breast  Cancer  Patients  Treated  with 
Radiotherapy."  ASTRO  47th  Annual  Meeting,  October  2005, 
Denver,  Colorado.  (Poster  Presentation) 

Fan  G,  Atencio  DP,  Ho  AY,  Green  S,  Formenti  SC,  Haffty  BG, 
Bernstein  JL,  Iyengar  P,  Stock  RG,  Cesaretti  JA,  Rosenstein 
BS  "Genetic  predictors  of  adverse  radiotherapy  effects  in 
African-American  breast  cancer  patients."  Radiation 
Research  Annual  Meeting,  October  2005,  Denver,  Colorado. 
(Poster  Presentation) 

Cesaretti  JA,  Stock  RG,  Stone  NN,  Lehrer  S,  Atencio  DP, 
Bernstein  JL, Rosenstein  BS .  "ATM  SEQUENCE  VARIANTS  ARE 
PREDICTIVE  OF  THE  DEVELOPMENT  OF  ERECTILE  DYSFUNCTION  AMONG 
PATIENTS  TREATED  FOR  PROSTATE  CANCER  WITH  125IODINE 
BRACHYTHERAPY.  American  Urological  Association  Annual 
Meeting,  May  2005,  San  Antonio,  Texas  (Poster  Discussion) 
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CONCLUSIONS : 

My  training  grant  is  progressing  on  several  important 
fronts.  I  continue  to  be  ahead  of  schedule  in  terms  of 
patient  accrual.  I  have  completed  the  DHPLC  work  of  164 
accrued  patient's  to  this  point.  I  am  nearing  completion 
of  PCR  necessary  to  identify  significant  mutations  in  the 
study  group.  Completion  of  these  initial  phases  will  allow 
for  me  to  proceed  to  the  planned  functional  assays  in  the 
next  few  months . 

I  have  expanded  my  collaborative  network  and  have  published 
my  first  collaborative  paper  on  the  subject  of  genetic 
predisposition  to  side  effects  as  an  e-publication  on 
December  9,  2005. 

I  have  received  an  NIH  loan  repayment  grant. 

I  have  completed  three-quarters  of  the  coursework  necessary 
to  complete  the  K30  Physician  Research  Training  Program;  In 
addition,  I  have  done  enough  coursework  to  be  awarded  a 
Masters  degree  in  May  2006  in  Clinical  Research. 

The  results  of  my  research  project  were  presented  at  both 
the  AUA  and  ASTRO/RRS  national  meetings. 
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Towards  a  predictive  genetic 
model  of  adverse  late  radiation 
effects. 


Jamie  Cesaretti,  M.D. 
Assistant  Professor 
Mount  Sinai  School  of  Medicine 
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There  is  a  well  known  genetic 
basis  for  normal  tissue 
radiosensitivity. 


American  Journal  of  Diseases  of  Children  (1968)  116:  392 
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What  is  radiation  sensitivity? 

What  characteristics  might  one  look  for  in  a  candidate  gene? 
Once  one  has  the  gene;  which  variants  should  one  value? 
How  important  is  the  clinical  data? 

What  about  dosimetry? 

What  considerations  should  be  made  regarding  the  genetic 
background  of  the  tested  population? 


Slide  7 


Characteristics  of  a  candidate 
gene(s). 


Involvement  in  DNA  repair  from  radiation  damage 
(many  many  genes) 

Correlation  with  a  previously  described  radiation 

sensitivity  syndrome  (fewer  genes  -  and  ATM) 

Gene  implicated  in  cancer  predisposition  (several  genes) 

Gene  involved  in  repairing  oxidative  damage  (many  genes) 

Cell  cycle  regulation,  chromatin  stewardship  genes,  etc. 
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There  are  other  candidate  genes. 


TGFBl  -  multifunctional  cytokine  causes  fibrosis 
SOD2  -  encodes  important  anti-oxidant  enzyme 
XRCC3  -  homologous  recombination  of  DSB 
XRCC1  -  single  strand  break  recombination 


What  variant  is  meaningful? 

Common  variants  will,  if  positive,  offer  the  most  potential 
statistically,  (ie.  10-20%  incidence) 

Functional  variants  -  which  have  the  potential  of  conferring 
a  structural  change,  (most  convincing) 

Single  nucleotide  polymorphisms  (SNPs)  -  would  be  the 

most  amenable  to  the  development  of  a  commercially  viable 
screening  test. 


Gene  exploration  versus  screening.  The  exploration  of 
different  populations  may  change  our  assumptions  about  the 
functional  significance  of  any  given  polymorphism. 
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When  is  clinical  information 
meaningful? 

Prospectively  collected. 

Long  term  follow-up.  (A  cancer  patient  with  a  good  prognosis) 

Use  of  common  validated  toxicity  measures. 

The  toxicity  is  easily  and  reproducibly  scored. 

Toxicity  is  clinically  significant. 

Data  collector  is  blinded  from  genetic  analysis. 

Known  confounding  factors  should  be  identified,  (tamoxifen, 
anti-oxidents,  amifostine,  chemotherapy,  familial  syndromes) 
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The  importance  of  dosimetry. 


In  order  to  elicit  a  difference,  patients  need  to  have  been 

treated  with  a  spectrum  of  high  doses,  (prostate,  some 
older  breast  regimens,  head  and  neck,  lung,  sarcoma) 

Dosimetry  should  be  prospectively  collected,  using  3D 
appreciations  of  anatomy. 

Different  dose  rates  may  have  different  implications  in  analysis. 

Toxicity  has  to  occur  in  order  for  there  to  be  a  successfiil 
association. 
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Populations  should  be 
homogeneous. 

There  are  racial  -  ethnic  differences  between  the  incidence 
of  SNP’s  in  the  population. 

It  may  not  be  the  same  answer  for  every  ethnic  group  in 
terms  of  at-risk  alleles. 

In  validating  or  invalidating  genetic  associations  to  radiation 
toxicity  -  a  detailed  description  of  the  genetic 
background  of  patients  should  be  apparent. 
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ATM  is  a  good  candidate  gene. 


Associated  with  a  genetic 
disease  with  XRT 
sensitive  component. 

It  is  involved  in  DSB  repair. 

Other’s  have  reported  radiation 
sensitivity  among 
heterozygotes. 
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A  connection  has  been  made  in  prostate  cancer  using  EBRT  and 
screening  for  ATM  variations. 


A  Fnlimi Filler  Rlf«nt  nf 

A  T  Httrrarjjmrt  I'roHsUr  O™ 

1‘jiknli  twin  [jte  Knpxinn  ia 
Radial  Um  Therapy 


There  was  an  over¬ 
representation  of 
diabetes  in  the 
sequenced  population. 


Cancer  J  Sc  Am  (1998)  4:  385-89 
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Which  polymorphisms  have  functional  significance?  Why? 
The  complexity  of  analysis  required  in  exploration  of  a  gene 
can  be  daunting. 


Cancer  Research  (2003)  63:  8717-25 
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International  J  Radiation  Oncol  Bio  Phys  (2005)  61:  196-202 
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Brachytherapy  as  a  model  for 
developing  a  predictive 
test  for  rectal  bleeding. 


Very  high  doses. 

Variable  patient  dosimetry.  _ 

Toxicity  does  happen  frequently. 
Multiple  toxicities  can  be  measured. 
Patients  live  to  have  late  effects. 
Toxicities  have  clinical  meaning. 
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Defining  the  Risk  of  Developing  Grade  2  Proctitis 
Following  1-125  Prostate  Implants  Using  a  Rectal 

Dose  Volume  Histogram  Analysis 

l 

Effect  of  Rectal  Volume  Receiving  160  GY 

1 

s 

1 

i — H 

l 

SE 

1 

(<0.8)  (>0.8-1. 3)  (>1.3-1 .8)  (>1. 8-2.3)  (>2.3) 

RECTAL  VOLUME  (CC) 
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Results:  Rectal  Bleeding 

•  RTOG  grade  1  4/37  =  11% 

•  RTOG  grade  2  2/37  =  5% 


Pt 

Mutation  Type(s) 

RTOG 

Rectal  Dose  as 

receiving  160  Gy 

1 

Non-conservative  (important), 
polymorphism,  conservative 

1 

22 

12 

0.9  cm3 

2 

Non-conservative  (unknown) 
signficance,  conservative 

1 

22 

1 

0.84  cm3 

3 

Non-conservative  (important), 
non-conservative  (unknown) 

2 

5 

4 

0.5  cm3 

4 

Non-conservative  (important) 

2 

11 

6 

1.23  cm3 

5 

Intronic 

1 

24 

1 

0.04  cm3 

6 

Conservative 

1 

20 

2 

1 .24  cm3 

Risk  of  Developing  Grade  2  Proctitis  when  factoring 
in  ATM  status. 

Effect  of  Rectal  Volume  Receiving  160  GY 


(<0.8)  (>0.8-  (>1.3-  (>1.8-  (>2.3-  (>2.8-  (>3.2- 
1.3)  1.8)  2.3)  2.8)  3.2)  3.7) 

RECTAL  VOLUME  (CC) 


Does  a  combined  analysis  of 
previously  described  genetic 
associations  predict  late  effects 
with  more  accuracy  than  analysis 
of  a  single  gene? 
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ATM  SEQUENCE  VARIANTS  AND  RISK  OF  RADIATION- 
INDUCED  SUBCUTANEOUS  FIBROSIS  AFTER  POST¬ 
MASTECTOMY  RADIOTHERAPY 


ATM  codon  1853,  XRCC1  codon  399, 
XRCC3  codon  241,  SOD2  codon  16 
and  TGFB1  codon  10,  respectively, 
were  defined  as  putative  ‘risk  alleles’. 
The  patients  were  grouped  according  t( 
the  total  number  of  risk  alleles  they 
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Are  there  significant  differences 
across  populations  in  terms  of 
genetic  associations  to  radiation 
sensitivity? 
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Genetic  Predictors  of  Adverse  Radiotherapy  Effects  in  African- 
American  Breast  Cancer  Patients 


METHODS 

34  African-American  women  and  73  non-African  American  women  with  a  minimum 
of  a  2-year  follow-up  underwent  breast-conserving  surgery  and  standard  adjuvant 
radiation  therapy  for  either  DCIS  or  early  stage  breast  cancer  between  1990  to  2003. 
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Summary. 

Each  individual  may  be  able  to  have  a 
genetically  determined  DVH  in  the  next 
several  years. 

This  could  serve  as  a  rational  basis  for 

further  dose  escalation  in  order  to 

better  compliment  the  rapid  application  of  technical 

innovations. 
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iftp-  jlk  raik-n.-.  The  -a-.'4T-c.'p-B  Jr^i  -.nlflir.-.iir.ii  raik-  t-jx. 

^ah  ixy-ikl  Lp  ihe  53^7  G  — 4  S^P.  ihc  -Jpid-r-ciporuc 
■aarr-k  f -r  ihc  7  pakni  v-lv-  t-xjv  -.nlr.r  lk-4i-py.B--ui  nr 
hehanay^PUB  for  ih.  G— A  irai d U-.-41  p-  -I \i r>  -rp*- h i - 1 1 ■  wj 
a^Bilk^n  h-  JiMkikrd  -a-.-4T^-dr---l  wih  ihz  bwc  -J-.  it---.-J  lr-  -  a  i 
p-d  i  k  i  a  a  -vnb-41  ihs  p-  -I  \i  i  r  ■  rp+d  1 1 1  « p  ■  DjftJl  ■;nF.  4i 
hvr  iKk  ibp.--  :  f.--b  p-.- .  KK'.g  v  Jb-.e  -  J  5^.7  \,502r^?3\  -nJ 
*57.Ci-6^^l  Gy  Kipa^irvdy  B--je  I'-ukl.  kaJb^  k-  an 
-.  flldir.1.  bi-.bi  r:di-:- -a-l"  l.l  ?■  M.iTifi-1  ^2l.  liv  k--arx-L  rr-  izivbiT- 
k-ifd  ■iM-..r-.rr.-.  nui  k--Ln-J  hsnXhTU  ihc  ■  J- -.t- k i p-  - ■  sc  carves 
fk-4n  ihc  n  pdikids  btbK  i h.  FVS^i  +■  RAr-C  ^P  p*l;iTn-'P 


ATM  i£Ep:K£ 
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111.  J.  IX-H-nrvnB  cmwi  I--T  ji.-jc  itr-.-Ui  hpnLcm 
■-l'ii  cllui  its  u  —  a  p-i-ty ■> -q+J □  ■  a  ■  i-r L-=h Lk  99F7  --r  i>h 
p- >-=--=dr:j  ila-  ihcialofl. 


p-ld  an  irJ  ib-  oe  vih-u  h1  ■  0A\  ■■“•i.a«c-pcr[--nK  cuvcl  ioi 
^■%nl  oc  ha -worn  ibc  l"J  wlica5ik-4  I 3M -  p  ]  .3 1  a  id  50.0 
(SEL 2—  hi E)  i I y  k qx -n ive Ljl  Yk'kliiJ  an  -ziihai-.--dir.il  mi-- 

1 1>.  rn  Wi-l.  I7j. 

D1S  CUES  COM 

F'-iiinv.vjiy  h-rc a.n  ■.  a>z-cr  p-:di-:ra/  ir-zid-.-J  >nh  iv-z- 
-.llT-.r-zn  rvJidh-n  p-r- -i ■  -z-z-l &  r-.-ilmi  ii  a  raix:  of  ]  Cy 
-.'■.[■'■"ikra  J-z-e-ei  fr-u  — ffl  ■  I-.1  io  i h r-. I'ldJa.  vofz 

roe ►£■  J  iV-r^n-.ik-  jh-.r-di--i-  in  .4.731.  z-Ldi.-ik-.lv  .-idhil'- 
k1  jii  r-ciuhj.  wf  --hnii-zd  vhcn  ihr.  p-aicm  ■■*■ ■. r-.  mdyc-cJ 
■frill  r-.a[-.-.i  ip  its  p.-oicni--n  dT  ihc  5557  G— »A  ENP. 
Ripaidirf  ibc  paiHuioa  aT  rwoATOf  in^iin  va-hxi  l  ■ 
a  a  i  ai  -:  1 1 1  y  ii|ni(cwi  r-.  i ■  1 1  wii  I  - -u r J  vh-.ii  ibc  'di'iK'ii 

Vdl  h-l  EO-J  Oil  I  hr.  nj.H  •..•IIIIIK:*  llrJ  ■.  I  Jlllr.'.llr.ll  nih  O 
p-fividcJ  hy  l--,jii  Jidly.-J-  -Fihcrcai  paly  a  lpstkJ  i--vai\l 
■if  iiIk  Jhf  -nil  I  - ■  ■  rkJ  -j-hr.il  i hr.  -ioB-mpaiHoinffli  vere 
-n^-'iP.'-.l  hy  lo-plni-:  rcgreni-n.  Iv-f  i hr. :-z  iwp  tT- ■■[■■. 
■.iJidkvikii  nik-o  pT  1.13  inJ  1 .10  rcipov-ihxly  fr<R 
f'-ui J.  A  linlk  r  julyri-  ncY-cak J  3  hi  eh  -J-jjr-.k  of  mmr- 
dair.-.  hervoai  ih c  cr--up-  --f  paiiicm  -nih  two-  .-iz-. [ hz iz-e 
il-.r  aJ--is  -dkl  ib-vtr  harl-  -nhz  ihc  5357  ■!  i — .h  Slip  >3  -f  »■ 
pnicnz  -Piiih  rve  alivraJ-m  hvJ  ihc  3357  G— ^A  E 3" P  iirl  5 
of  7  pjikin-  wi  ih  ihc  3337  (!-■  A  SNP  Iij-J  two  ih-axajpiil 
iX-Hc  I  X  ria i r  J  -.--n  iKceo  s-ham-nk-fu.  ii  leenz  p-Jiiil-4-z 
i k ■  i  ihc  i J i -i li h Fz-zd :  riih^hocrw  J  ihpi.i  puicm  nrih 
nw  :ih-.r'ji--i:  ?iii  noJiiod  by  ihc  |\--^jubn  -f  ihc  .4.7M 
3337  C!— A  SN  P.  'Flu:  ihr.  K^jh  i  -?i^\.-i  iha  -i¥.--rrr:n  whe- 
"I'-a re  ■  rr k-n  of  ibc  5337  G— ^A  f^lynorphiEii  Joi- i^k'-pcJ 
«  ira-.k  J  /iK-iiinC'-ui  -.d :  n  l-^ncrdpici  ■.■Hnp-di-.-J  -vili 
pciicna  -nh-  Jkl  i-j  [-iki.>  ihii  ijjw  ■■l  ocip.ik-  divnik'-n-. 
In  o-nniL  ihc  rnJi^ii.  pf  Mil  ihroffc  in  .t p po-n  di 
iiAxinkn  he nmc t n  ibc  -^vidr-pficn  pf  ffecMS  tny 
•:a hr. r  ATM  wivn  -J-j-.-.i-.J  in  ihc  .j r ■  ■  [■  of  pjiicnii 
“. r.v L  I  k"«“.-y-.r  ■& ■.  -.n^-hi’r-.  iha  i  hie  niJy 


links:  J  EiaJ/ik-jl  [- ■  ■•■■■. r  w*  J\kvi  di--n-  f--r  alicnik'-iv 

■frill  -.jm-.r  I'r.-fk-i-.ki 
.-Vlih-idh  mliipfc  oofTffariLPis  in  i  Id  e  nuJy. 

■  I  j-/-rt"i3- F/-n i  oo-n-c-.ii-'i  «vi-  noi  ^-•[•li.J  in  ih-.  ■/ J ■: u» 

hd-.-J  ,->vili-.i  ii  ihc  pirjvoc  pf  ihii.  ■  i-.h,-  viii  4-.--C a-r.-. 

■  nJ  ■  "J- 1 1 1  lx  ikw-iir,-  ip  vv-nliim  ibc  KuliBof  iHL>  wz-rL 
ii  ■  brisTT  iiidr.  An  ^kliik'-nil  i  vi\  rdiio-J  i-‘  ih:  aiih-ac 
of  ih-. i-z  -J-d  i  i l  i  h ■  i  ihc  raiihr.nrdi-.il  modd  iacJ  id  oon- 
3jik:i  ihc  J-.--K-n:i[--nac  oinrci  ltcjieJ  ib-.  -i.---.-.- raJu- 
I k-Ti  hdJl  JB  ll-.k|-.'l-.kld  dill  pHlril.  lid.-  if ■[■P-V/ll  I Ti 3V 
Id v-.  k aj h c  J  ii  in  - -v-.r-.'-iiniii- -n -zf  ilr.  niiiiLk'il  -i/nli- 
-.'■■oic  j-.-nir.  intiandvi  Juil  j.n-.vini--n  miy  hwrc  c^Ja-cJ 
Ixwoci  ihc  puicofiEi.  ToaJhbxii  1 1 ■ .-  [-z+Eraiil  pir-Hon.  ai 
didly.-j-  vii  [-.rl- -nir.-l  iha  r-. ■  i ri-.i c-J  ihc  •■hocn-nk'-ruL  Lo 

■  ■iJvilr.  felia-zo-vrac  J  pan  pfihe  pb.--i--n  lldd  (Hy.  I  i.TIie 

fidJ  vil -.  b.-ten  jnihi'iLi  Ji  ii  haJ  ihc  la^ca  nipc  wi 
dh-i-  -rl-z-J  nJiiikniobLE  ird  pr-.'-'ii  J-aJ  ihc  hk'h:n  ninha-  -  -l" 
roz [-/-n i ■: ■  ilTahk  I  ).  Kvci  viih  iNe  liiraink~-n  io  jia  Die 
IhJ-J  per  [-Jii-.ii.  ihc  J-zoc-rcipz-me  oinrci  fpr  ik'-jc  viih  nr 
vili-  -ii  ihc  3357  (!— A  [-Jyn-.'-rphian  narudneJ  : k: ■  i h- 
-.'■■il y  J il' k n: ra  fkxn  oxh  ■.■■ih.r  vben  aniseed  by  l-oi-ik- 
nc.irciEk-41  '^d  —  0.0 j. I  I H.i .  51  -z-TiI r^-  io  ibc 

rokk-oJ  ninha-  %+-vm  kic  iirJ  ■  .-iidlk  r  raiik  ii 
aho  r-di'di'-n  ■  Jc- ui.  KD;c.  valuer  dd  % nha iz-c n c n  ra- 

lioc  vi  h  k~p ■  iVJ ■: n-: c  iiicnrali  -.-•■kl  idi  tc  JcicniincJ  by 
k-^n  analy^ii. 

h  hag  pncvk'-id^  h-. -. 1 1  rcp-.-4ii:J  iha  hah  ihc  irkiJciv-c 

■  irJ  ■-.v-a-iy  of  Lac  n-z-nnd  uebic  r-.i-.ihz+k-  ilkr  ij-Ji-  -ilr.r 

■  [-y  vk-feidc  viih  i  inc  of  l-z-l k'-Ti-L^  1 1"3 /.  A h hz-LK: h  ikai 
niih  [-z+zranlhz -z- -n-iiiihz  ■  [■r--h-l-.ii.  ihc  mem  iz-l Lz-Ti -l^1 

line  f-r  \--ark-n  of  ihc  555 7  G :■  A  Slip  '17-15  J ■  yi I  mj-  mc 
ir.jrly  ihc  nmc  fa-  i hr- ic  pnicili  vh---.b-J  n-H  [- -z i-c i ■ 
ibn  variai  \.\3^  -iiy-l.  lhj:  ihc  --hocn^J  JlfcFcncc  ii 
l"3--r--.'i:  n-k -."dirr-i  he  ■Lri--iikd  ip  -JiMia-en-z-Ei  in  Lcn^ih-f 
I'd  I  p-Pi'HJ  [-. 


111.  f.  I'vB-nnHiB  emxi  l--r  p^-.'iai.-jb  ii--r---i-  hvriiLcin 
vfrii  ehhci  ihc  u— a  p-:-h|- ■> -rp+J bi  a  ■  ir k-z-i kk  99^7  n-  ik* 
p- 1- = a r j  ihc  a h e i b I -:-n -r hrzri  ihc  a ia h,i ^  -fbi  c.-r ba hi'e hj-  h-i g c-J 
■h  --ho.i'i-Jir-ic  k'-rn  ii.  h-.-ha  cwrreJ  pm  -h’  ihc  phe-toi  ikJJ 
i  L-r  .  -mt-t  ■  -h*s  r  i'd  1 1-  -n  pc  i  pcakn  k 
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Appc-rimtely  15— H?>X  -f  ilh‘  Jvir.r  J  ^^uhiHi  (3-1 1 

|>OKIK  =  a  I  >J-/lllr.  in  fdafC  oT  i3  /Irilrilr/  Ji  IHk'iO-lkk' 

p- -.-  1 1 ion  5557  ii  A.JJi  pc ?j hi n.«i  si  /linuiiiion  if  vparYito 
fii-  vp'fii-i  toid  ii  jiiii/-  a -.id  1^5.^  in  ihc  -.no-d.  J  |-p  4-jil 
The  pc  ■  ■  J  is  dT  ihc  d  u-J  y  ik  -ai  ■  ri  a  era  -vnh  -Lia-J-z  it^l  (I  I] 
who-  rcp--ic  J  ■■  ■  b +-. i iP i ■  4 ■  he™ccn  pounbi  of  lie  3557 
>1!— A  p-hiir  cp-la-an  nrih  rrJ  i-  ■  i  era  ii  vkj.  -Jih--M/b  ihe  enr 
pc Lai/n  fpinJ  ii  iha  1 tdy  -Pill  f/r  pai-cm  h-ik^/yam-  f--r 
ibL-  p-.-l -.-ii r -q - h i -i ■ .  bi  :■  r.-.'.'iihr  i-d'-lL-lrxl -3>jJ;r  ■  ■-  -rai/iif- 
k\ai  ■  ■■r-sxr-Eppca/niai-n  --l"  Jk-  A5.kf 5557  A  ilLde  ^  k-LrkJ 
ail-  4^-  hrcio  -/ii.xt  pauein  nriih  ra ■  rbxJ  iboni-m  ii  hrean 

■  [■[■■?: ■  n i/c  ilkr  p- uJ Lmpc-: i ■  any  r» J-/4 be ri p-y  ■".■■J! \  In  >JJi 
im  an  ■  EcciaiofL  -Pihk'h  JU  in  -r.li-.v-.  rauaioal  -iirali- 
vjk t-arif  to  ihc  .-jijI  .-iiip-k'  3X,  -vc  p/p-ned  hnweni 
i h l-  5f-T  inJ  I iK*  Mr  rt+Jiy  ii  p-p  ac  ■/ -a k\r  pai-.ia~  Cia> 

.-'■lih-iali  ilk  r/  ii  resw  .-il-niiaiil  -evidence  .-ip- p-mv-.  nf 
Al} K  ■■  ■  .i c no  BB^iad  wiih  diikil  ra-dio-iciiLiviiy.  il  ii 
n-.v-.nh-ck-i  highly  I i Ld y  ibn  ihi  i:  rad  ihc  ■■hIv  pete 
fvbovE  ahonkn  ii  ncijvnribk  fa-  iJv-crac  rcrJi-ibjapy 
rczp/nsei.  Amorce  ib-.  i  JJbi--nl  n  J  -  - 1  %  n  -  i  i  n*  i  i  y  cn-J  i-J  ■  ie 

■  era.'  iha  have  Y-. -. 1 1  hk  mlk-J  is  hj--iii/  in  an--/icai-n 
ihrih  -.nhiir.-.-J  ri  Jicai-n  mpsa  i  mi  ap/  TUFFS.  T!FlCI. 
\F*.~CJ.  50.D.L  inJ  cJV.^Zj.  Ii  a  [Fevkwly  pJ-Ji-h: J  .ni  Jy 
ho E-.-J  --n  ibe  lane  pi i k* 1 1  -rehon  ■■  ■  e-.-J  in  ihc  p-reieii 
i ■  .n i.-ri ■  i k'-n.  ii  ■  ■h--.nv-J  iha  ihc  ride  -J'  n J jk--n- 
n-.hkv-J  I  hr-  -  -  i  i  waL  pvoiivdy  j-.4/-.iih/-.l  wiib  ihc  F'r-  -.'  ftv- 
i-.rr-n-p.  a  ecpcbn  14  irJ  i  be  1YT  pcn-.i-.1  in  p,-=ii--n 
-Sflnrrcn/.  IniJJkJ-i.ih-:  &ai2  nd-:-n  I^ViL'AJi, 
XBCCJ  oodon  ill  TkiThr.  a>d  JHCC7  ::dn  JW  Aip1 

is i r ■  r." "I'lrr-E  ii---.-rri-.-J  -p-iih  -JiL  rikv-J  ra-J k'-.venci- 
ih-iy  (34X  T PiT*  E-.pjm-.  .-nJk.-  jiiiial  p-lyik-q-bk- 
ik:  in  TGFSi  iiJ  all-  k'-ui-J  ji  ■  ■  s>.' i ju -  •  ■  hcrnccmbc 
— Xfi  TiT  ^n-J  -.■■.■■J-.'-Ti  10  P p.-iT5 p.--  ;,pc ■  >iib  ih:  ikvcl- 
^■fincii  pf  lik*  ir-mul  uiiLic  Jyn^v  l.j J .  3J\.  An-nher 
auJy  --.r-ii-sTK-J  ihrs  H P ■  ii  XFxCt  akl  -J-c k-.i l  J  in  ie- 
:--/i  rii--i  Mih  r  rJh  -ivi  -ii-riiy  lV-r  piiicn=  p.'-i i % i ri n-ri  cihcr 
ibe  ■  lv-l  Ai^iTrp  jl"f>c  or  ii  -.v-rr^iiiih -n  -wi  b  Lbc 
oodpn  y/f  Ar^'Cibi  ^cn-nyp:  \74\.  b  hv  ■!■■■  hoci  p.  p- n -.-J 
ibn  ■  T— C!  mn^iik-n  a  p-aLk-n  I  -140  ■/  ihc  open  i-.j-.bii/ 
f r 'j i r.  -J  nJV.^j  wdL  fpurhJ  in  ^  of  14  nJink-n-^cnriihc 
-/ ■  ■  -: o'  piik  in  ■  3-jI.  -Li  imp.anira  -Jiairkii-n  hcrncoiibc 
piik'ii  p-pcliik-n  rep.-ncJ  upn  wi  ibii  paper.  o^npa^J 
wihib-.-oc  ii  -/-i her  nuJio^.  i-  iha  ihc  I  Uiriih  p:rii-.iri.-  “.v p/ 
npi  cdcciaJ  l"-#  ■-/p.viriii^  hval  ip-nlbc  Jcvck-prncii  --l" 
lac  c  lie  -:  i  ■ .  ■!  k  »c  nl  I  y.  ii  ie  -  J  ll'i-.xi  b  n>  e-.t%  c  n  ■  n.-i:  k  -ricJ 
p-piLak-ra  ii  ihc  r>.i Jcn-:c  pflac  -J'k\i:  him-  k w- [r-  *-- hJ-/ 
i  .-il'lk-kiH  ihiiJ-j  -T  -. Ji-. ip  yield  iiilii-.iII;/  /i/iili-.iiri 
pc m J i _  Ikvvx-L-  rnciTy  -  J"  ihc  paiem  ii  ihi:  rniiiy  ■+  ■  J-.  ir-.Jk-.l 
Mih  Nrih  h+  -l-  -ri k-  -J-/0-.E  i b/ p/  -Pile  in  adenine  iniiJvr  --f 
-n :  "i- b/- -Icy-e I- ■  pc-J  I ■  k  dl'a- n  i b.'-u  -p-.-.ili-.  jlh/ :-.:k-.i- 

iij  |-riikii.-  hcec  J  up/ri  ihkir  n-Jai-n  pcrpmc. 

Aailcmibcd  cdki-ix.  tnfr::iibii  wilb  rokof  nddion- 
n-.hkv-J  l1-r--ii:  bivc  [rev k--u.s I y  hcci  -.k kv k-J  fpr  Er-T'e  ii 

■  be  TUFFS.  JOBZ.  ™rcj.  *>J  pern  wiibin  .  be 

A  I  priik'irie  greeted  ii  ihc  p-. /-.  ■  i  ady.  K--iirJ-/-J  iHi 
-/+-.-  -.  ri-  a  i  ■  ■  ■ .  a  H--J-.I  fprcnimik'n  of  lihvci.«  riilc  base  J  m 
niliipJc  !\'iPe  waLcniNiiboi  .,'i.-:-:--pJiii/  to  ibie  nrdcL  i  be 


KDh  vihe:  l'--r  |!iraJ-c  J  hhr--a.i  o-n-drii-c-J  vih  ilr.  i-  nil 
ihiiJxjv'T  "ni  alkki"  hi rh/r%  J  ii  .-jp.  pdyrp.'rpbk'  .-ae-  n 
i  h  c-ck:  >  ]  V1.  CpHckkriif  ih:  -:  lt  pc  ra  itJeiikru  ibn 
ibe  Al^t  5557  'll— A  (cnion  I  ES3  Aap^Aii}  p-n Ij ri-:-r p-h ■  ri 
my  dio  iiJl'kikv  ride  of  i  r J i ■  i h  -i r 1 1 hJ ■  -I  ihp/cii.  m 
iip^rp.-r3cJ  i N ■  Nl’-T  in  ■  dnibr  ana Yf ri /  pf  mliipk 
? Pc .  In  ihc  •rifiiil  in-.-JcJ  lJ4’l*  ih-oc  7C.rJJ  p-hri-r-* 
p-h  .oi  ■  (pociLim  ~5W,  radon  I  EL  aid  -zz-tki  ■  2S}  whh 
n-.-li-k-J.  H-^-cvcr.  Jic  in  ihc  cniacnec  of  ri^h  ^cncik 
liikipc  bcfwoci  Lheue  34Pi-  Lhij  xar. /ri-.  iiton  lini-cJ 
iHiiJvr  of  vdl-JcbnoJ  hipkn^pcL  1.^1.  T herd  - ■  rc_  ihi.nc 
ibnee  EK* Ft  .-h-ikl  pr-z-kahh'  ii-h  he  repriod  ■=  irdcpcrkkii 
ride  l"a-a ■> ri .  Einho-ik-rc.  p/-/-/ii  i  r.V/  -J  j  .  have  -'^wk-J 

i  rinriknal  nap-j-.i  pfihe  -//-J--!  10  EHP  on  ibe  A'nkwi  rao 
of  ixavdenTri r^:  a r- i h  la-n-zr  h-na-l  fPiIKy-1 1  \m3*i\ .  L-/-n.«- 
4|ucrmly.  ihc  adpb  Tiie  re ■  i ri-.i -cJ  La  i hi TUFFS  iK'P  ini  be 
omen  Mr  -.ki.  Thii.  ih  Am  Aq.  Tbr  .AJa.  aid  Hp  ■  ilkJci 

ii  A.1 Tdrakn  I3I3L  JElCO  onebai  JDECCJrakn  14  I, 
5*L"£i J'  cmk-n  14.  and  7uirJj~  ooebi  I",  pc : pc-/ 1 ive Yf .  vcpe 
define  J  ie  pica  rve  "n.-±  a  I  l-J The  paJem  "ft  ere  a  r-/-i  |-/-J 
a-/-/-  rJna  to  ibe  i-  nil  mmherof  riib,  illdci  ihcy  p-itci/sd. 
KD;|  ■■■ , 1 1/ ■  were  -/akulac  J  for  piiknc  wiib  1-3.  -I  -5.  irU 
£—7  ride  ilkk.i  iVli.  41.  The  p-iik  in  -hvpc  ar-ip.-l  ii  ihc 
way  h/-  i/h-rc  appo-j^iiiiie|y  ibe  aanc  und^crof  nbprii 
ii  each  L-p.Hp-.  Pecauic  ibe  paikni  icf  periled  Ji  AT ere  nify 
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(PP107)  Genetic  predictors  of  adverse  radiotherapy  effects  in  African-American  breast 
cancer  patients. 

Fan,  G*,l,  Atencio,  Dl,  Ho,  Al,  Green,  SI,  Formenti,  S2,  Haffty,  B3,  Bernstein,  J4, 
Iyengar,  PI,  Stock,  Rl,  Cesaretti,  Jl,  Rosenstein,  Bl,  2,  1  Department  of  Radiation 
Oncology,  New  York,  NY,  USA2  Department  of  Radiation  Oncology,  New  York,  NY, 
USA3  Department  of  Therapeutic  Radiology,  New  Haven,  CT,  USA4  Department  of 
Epidemiology  and  Biostatistics,  New  York,  NY,  USA 

ABSTRACT-  Purpose/Objective:  The  purpose  of  this  study  was  to  identify  ATM  gene 
sequence  variants  found  specifically  among  African-American  women  that  may  predict 
for  the  development  of  adverse  effects  resulting  from  radiation  therapy  for  breast  cancer. 
Methods:  34  African-American  women  and  73  non- African  American  women  were 
screened  for  DNA  sequence  variations  in  the  62  coding  exons  of  the  ATM  gene  using 
DHPLC.  All  patients  underwent  breast  conserving  surgery  and  standard  adjuvant 
radiation  therapy  for  either  DCIS  or  early  stage  breast  cancer  and  had  a  minimum  of  two 
years  of  follow  up.  Chi-square  and  Fisher  exact  tests  were  used  to  compare  groups. 
Results:  53%  (18/34)  of  the  African-American  and  22%  (16/73)  of  the  non-African- 
American  patients  were  found  to  harbor  ATM  gene  sequence  alterations  located  within 
exons,  or  in  short  intronic  regions  flanking  each  exon  that  encompass  putative  splice  sites 
(p=0.003).  Furthermore,  26%  (9/34)  of  the  African-American  versus  3%  (2/73)  of  the 
non-African-American  subjects  possessed  multiple  ATM  sequence  alterations  (p<0.001). 
Among  African-American  patients  with  ATM  sequence  variants,  72%  (13/18) 
demonstrated  a  late  radiation-induced  adverse  response.  In  contrast,  50%  (8/16)  of  the 
African-American  patients  with  no  ATM  sequence  variation,  manifested  a  late  response 
(p=0.29).  Among  non-African-Americans,  81%  (13/16)  of  those  subjects  with  sequence 
variants  exhibited  late  responses  while  only  51%  (29/57)  without  sequence  alternations, 
developed  late  effects  (p=0.04).  Of  the  24  different  variants  identified,  only  3  were  shared 
between  the  two  groups.  Conclusions:  We  found  a  higher  incidence  of  ATM  gene 
variants  in  African  American  women.  The  variety  and  frequency  of  these  polymorphisms 
appear  to  be  unique  to  this  population.  In  addition,  African-American  women  had  a 
higher  incidence  of  multiple  ATM  variants  compared  to  the  non- African- American 
population.  Whereas  possession  of  ATM  gene  variants  was  predictive  for  late  adverse 
responses  to  radiotherapy  among  non- African  Americans,  this  finding  did  not  reach 
statistical  significance  in  the  African  American  population,  perhaps  secondary  to  the 
small  sample  size.  This  research  was  supported  by  the  Dept,  of  the  Army  grants  DAMD 
17-02-1-0502  and  DAMD  17-02-1-0503. 

Key  words:  ATM  gene,  African-American,  Adverse  radiotherapy  effects,  Breast  Cancer 
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l^iUMimc/Olj:kelne :  To  examine  whether  the  presence  of  sequence- variants  in  the  ATM  gene  is  predictive  for  the  development 
of  late  radiation -induced  adverse  effects  resulting  from  external  beam  riidiation  therapy  for  bneasL  cancer. 

107  patients  with  a  minimum  of  a  2-year  follow-up  underwent  breast-conserving  surgery  and 
standard  adjuvant  radiation  therapy  for  either  DCIS  or  early  stage  breast  cancer  aL  three  Lertiary  referral  centers  in  the 
United  SLates  between  1990  to  2003.  These  paLients  were  screened  forDNA  sequence  variations  in  all  62  coding  exons 


of  the  ATM  gene.  DbfA  was  isolated  front  blood  lymphocytes  and  each  codi  ng  exon  amplified  using  PCR.  Gene  Lie  variants 
were  identified  using  denaturing  high  performance  liquid  chromatography  (DHPLC).  The  clinical  course  of  each 
genetically  characterized  patient  was  obtained  from  a  database  of  patients  treated  and  examined  during  follow-up  visits. 
The  RTQG/EDRTC  late  morbidity  scoring  schemes  for  skin  and  sub_uLaneous  normal  tissues  were  applied  to  quantify 
radiation-induced  effects.  The  chi-square  test  was  used  to  compare  groups  wiLh  respect  to  categorical  endpoints  (e.g. 
radiation-induced  late  effects). 

Results:  !J4  of  Lhe  107  screened  patients  were  found  Lo  carry  ATM  sequence  alterations  Jocated  within  exons,  or  in  short 
intmnic  regions  Hanking  each  exon  that  encompass  putative  splice  sites.  For  this  group.  77fe  (26/34)  exhibited  at  Least 
one  form  of  adverse  response.  ]n  contrast,  of  the  73  patients  who  did  not  harbor  an  ATM  sequence  variation.  5Lfe  (37/73) 
manifested  radiation-induced  adverse  responses  (p=').G2).  Nine  of  the  patients  in  this  study  specifically  possessed  the 
G— *-A  transition  polymorphism  at  nucleotide  5557.  which  results  in  substitution  of  asparagine  for  aspartic  acid  at  position 
of  the  ATM  protein.  For  this  group.  lOO'k-  (9/9)  exhibited  an  adverse  response.  In  conLrast.  of  the  patients  who 
did  not  have  Lhis  polymorphism,  55*&  (54/93)  manifested  a  late  response  (p  =0. 0 2). 

Conclusions:  Possession  of  sequence  variants  in  the  ATM  gene  is  predictive  for  the  development  of  Jate  adverse  radiotherapy 
responses  among  breast  cancer  patients  treated  with  adjuvant  radiation  therapy.  In  particular,  the  5557  G— *A  polymorphism 
is  associated  with  the  development  of  adverse  kite  responses.  In  addition,  the  number  of  patienLs  without  AJVLf  sequence 
varianLs  who  nevertheless  developed  late  normal  tissue  effects  suggests  that  genetic  variants  in  radiation  response  genes  other 
Lhan  ATM  may  also  play  a  role  conferring  radiosensitivity,  and  could  therefore  serve  as  additional  predictors  of  adverse  radiation 
effects. 
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l^ii  iH^c.'Ql^kclive :  To  evaluate  Lhe  impact  of  prostate  brachytherapy  on  Lhe  sexual  health  of  men  with  at  leasL  seven  years  of 
prospective  evaluation  and  normal  pre-treatment  erectile  function  fEF'i. 

ft  I  *fcrials/ft  kllnwl  ^  223  pjitients  with  Tib  to  T3a  prostate  cancer  and  median  age  of  66  years  (  range:  30  -  32  were  treated  with 
permanent  seed  implantation  from  11/1990  to  3i'L993  and  followed  from  7  to  14.1  years  ( median  8.2'i  using  prospective  quality 
of  life  measures.  Pre-treaLment  parameters we re  as  follows:  PSA  (range:  1.7-300.  median  8.5),  stage  f  ^  t2a  in  63%,  ^  t2h 
in  37%  ),  Gleason  score  (^  6  in  77%,  7  in  15%  and  8-10  in  8%).  Fiitients  were  treated  with  implant  aJone  (J-5I  or  i0SPd)  in 

53%,  hormonal  therapy  and  implant  in  38%,  and  implant  and  external  beam  (±  hormonal  therapy)  in  9%.  28  me  n  we  re  be  Lween 
50-59  years  old  at  implant.  1 17  beLween  60-69.  77  beLween  70-79  and  I  between  80-82  years  old.  EF  was  assessed  using 
a  physician-assigned  potency  rating  ringing  from  0  to  3  (0-no  erections.  1 -ability  to  have  erections  buL  insufficient  for  vaginal 
penetration.  2-erectile  function  sufficient  for  vaginal  penetration  but  su  boptimaJ.  3-normal  erectile  function).  Beginning  in  June 
2000,  the  validated  International  Index  of  Erectile  Function-5  (I1EF-5)  was  used  as  a  com  pi  i  men  lary  method  to  quantify  late 
EF.  No  adjustment  was  made  to  differentiate  sesual  function  with  or  without  an  EF  pharmacological  intervention.  The  Pearson’s 
chi  square  test  and  SLudenL  L-test  were  used  to  compare  groups. 

Rcsulls:  131/223  (59%)  had  normal  erectile  function  (EF  =  3)  prior  to  their  brachy therapy  procedure.  Of  these  men.  51/131 
(40%)  were  using  either  a  phosphodiesterase  type  5  inhibitor  44/5 1(86%),  yohimbine  2/51  r4'^:i)  or  alprostadil  5/51  (10%)  at 
lasL  follow-up  evaluation.  Age  at  implant  was  highly  predictive  of  current  EF.  23/25  (92%)  of  patients  age  50-59  had  acurrenL 
EF^2.  Patients  age  66-69  yo  and  71 1 — 78  yo  had  an  EF^2  in  43/75  (64%)  and  18/31  (53%)  of  individuals  (p=0.0L).  CurrenL 
HEF-5  ^16  also  cone lated  h igh Ly  wi Lb  age :  50 -59  y o  1 6/2 5  (64%),  6( ■- 69  y o  2G/7 5  (27%),  7'  1-73  yo  6/3 1  ( 1 9%)  (p  =■  ).0( - 35). 
The  incidence  of  diabetes,  hypertension,  smoking  and  use  of  adjuvant  hormone  Lherapy  were  evenly  distributed  among  age 
groups. 

Conclusions:  At  seven  years  minimum  follow-up  a  significant  percentage  of  men  with  norma)  p re -t reaLmen L  sesual  function 
were  able  to  experience  a  high  rale  of  erectile  function  as  quant  ified  by  Lhe  IIEF-5  and  physician  assigned  scoring  system.  For 
patient's  Jess  Lhan  60  years  old  with  good  erect)  le  function  prostate  brachy  the  capy  appears  to  confer  a  very  high  probahi  lity  of 
long-term  erectile  function. 
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l^unwimcyOi^ieelne :  Erectile  dysfunction  (ED)  remains  an  undesirable  side  effect  in  many  men  following  treatment  for  prostate 
cancer.  To  overcome  physician  bias  in  assessment  of  potency  following  treatment,  patient-assessed  validated  questionnaires 
were  developed.  The  Mount  Sinai  Erectile  Function  Score  (MSEFS)  (a  physician-assigned  potency  rating)  was  developed  for 
our  brae hy therapy  program  starting  in  1990  (J.  Urol.,  165:  436-439.  2001).  [n  2000.  pitients  were  asked  to  independently  hll 
out  the  [ntemational  Index  of  Erectile  Function-5  i'[]EF-5).  also  known  as  the  Sexual  Health  Inventory  for  Men  (SHIM),  as  part 
of  their  evaluation  and  follow-up.  This  study  compares  the  two  meLhtds  of  assessment  and  describes  potency  following 
brae  hy  therapy. 

Between  1990  and  2004.  1,202  patients  with  TI.T2,  orT3  prostate  cancer  were  treated  with  ultrasound- 
guided  radioactive  seed  implantation  with  or  without  external  beam  irradiation  and  had  a  least  one  visit  where  both  MSEFS  and 
HEF-5  assessment  were  completed.  At  each  of  the  3,161  visits,  patients  were  assigned  a  MSEFS  ranging  from  0  to  3  (0-no 
erections.  I -ability  to  have  erections  but  insufficient  for  vaginal  penetration.  2-e recti  le  function  sufficient  for  vaginal  penetration 
but  suboptimaL  3-normal  erectile  function)  and  completed  an  HEF-5  with  a  possible  maximum  total  score  of  25  (severe  ED 
(1-7)..  moderate  ED  (S-ll).  mild  to  moderate  ED  (12-16).  mild  ED  (17-21).  no  ED  (22-25).  Correlations  were  performed 
using  Lhe  Spearman  rho  test.  Follow-up  visits  were  done  at  6-month  intervals,  ranging  from  none  to  165  months,  median  36 
months. 

Rcsulls:  The  MSEFS  signihcanLly  correlated  with  the  total  HEF-5  scores  on  all  comparisons  with  p  values  <T0.QO1.  The 
coefficient  was  0.65  for  comparisons  done  on  Lhe  initial  consultaticm  dale  and  0.76  forall  visits.  On  subsequent  follow  up  visits, 
the  correlations  remained  strong.  The  correlation  coefficients  for  follow-up  visits  I  through  10  were:  0.76.  ('.74, 0.74. 0.7ft.  0.77. 
0.7S.  0.79,  ('.78.  0.92  and  0.37,  respectively.  116  patients  were  assigned  to  be  potent  (MSEFS  of  2  or  3)  before  br  achy  therapy. 
Of  the  116.  we  have  follow-up  on  78;  53  of  Lhese  patients  (63%)  remained  potent  as  defined  by  a  MSEFS  score  of  2  or  3  at 
last  visit.  The  corresponding  last  HEF-5  scores  for  these  patients  were:  1-7  in  33%. S- 1  I  in  9%,  12- lb  in  23%,  17-21  in  21% 
and  22-25  in  14%. 

itmclu^aon^:  Our  physician-assigned  potency  scale  correlates  well  with  the  HEF-5.  Because  the  IIEF-5  is  weighted  consid¬ 
erably  toward  a  patient’s  degree  of  sexual  desire,  it  cannot  fully  replace,  the  physician  scale  in  assessing  the  development  of 
ED  afbe  r  radi  ati  o  n .  Furthermore,  more  insight  inLo  pitient’s  erectile  function  after  hrachy therapy  may  be  gotten  if  the  IIEF-J  5. 
from  which  the  1  HEF-5  was  developed,  is  used  instead  of  the  IIEF-5.  in  conjunction  wiLh  our  MSEFS. 


ATM  SEQUENCE  VARIANTS  ARE  PREDICTIVE  OF  THE  DEVELOPMENT  OF  ERECTILE 
DYSFUNCTION  AMONG  PATIENTS  TREATED  FOR  PROSTATE  CANCER  WITH  125IODINE 
BRACHYTHERAPY  Jamie  A.  Cesaretti,  M.D.  *  Richard  G.  Stock,  M.D.,  *  Nelson  N.  Stone,  M.D.,*  Steven 
Lehrer,  M.D.,*’11  David  A.  Atencio,  Ph.D.,*  Jonine  L.  Bernstein,  Ph.D.,  *  Barry  S.  Rosenstein,  Ph.D.,*’t,M 
Departments  of  *Radiation  Oncology,  Community  and  Preventive  Medicine  ,  *Urology,  Mount  Sinai  School 
of  Medicine,  New  York,  NY,  "Department  of  Radiation  Oncology,  NYU  School  of  Medicine,  New  York,  NY 
and  the  Veterans  Affairs  Medical  Center,  Bronx,  NY. 

Purpose:  To  examine  whether  the  presence  of  sequence  variants  in  the  ATM  (mutated  in  ataxia  telangiectasia)  gene  is 
predictive  for  the  development  of  radiation-induced  erectile  dysfunction  resulting  from  125I  prostate  brachytherapy  for 
early  stage  prostate  cancer. 

Materials  and  Methods:  37  patients,  with  a  minimum  of  one-year  follow-up,  who  underwent  125I  prostate 
brachytherapy  of  early  stage  prostate  cancer  were  screened  for  DNA  sequence  variations  in  all  62  coding  exons  of  the 
ATM  gene  using  denaturing  high  performance  liquid  chromatography  (DHPLC).  The  clinical  course  of  their  erectile 
function  for  each  genetically  characterized  patient  was  obtained  from  a  database  of  2220  patients  implanted  at  Mount 
Sinai  Hospital  since  1990. 

Results:  21  ATM  sequence  alterations  located  within  exons,  or  in  short  intronic  regions  flanking  each  exon,  were  found 
in  16  of  the  37  patients  screened.  Nine  of  the  patients  with  sequence  alterations  specifically  possessed  missense 
mutations,  which  encode  for  amino  acid  substitutions,  and  are  therefore  more  likely  to  possess  functional  importance. 
Of  those  patients  with  missense  mutations  who  were  potent  prior  to  brachytherapy,  5/8  (63%)  developed  prospectively 
evaluated  erectile  dysfunction  (ED)  as  opposed  to  2/20  (10%)  without  these  sequence  alterations  (p=0.009).  Severe  ED 
as  quantified  by  IIEF-5  occurred  in  5/9  (56%)  patients  with  missense  mutations  compared  to  3/27  (12%)  of  patients 
without  these  sequence  abnormalities  (p=0.01). 

Conclusion:  Possession  of  sequence  variants  in  the  ATM  gene,  particularly  those  that  encode  for  an  amino  acid 
substitution,  is  predictive  for  the  development  of  erectile  dysfunction  among  patients  treated  with  125I  prostate 
brachytherapy. 


Key  Words:  ATM  gene,  Radiation  sensitivity,  DHPLC,  Prostate  cancer,  Brachytherapy,  Erectile  Dysfunction. 


JAMIE  ALLAN  CESARETTI,  MD 

53  East  96th  Street,  Apt  6B 
New  York,  New  York  10128 
Home  917.492.0409 
Cell  917.673.6605 
Office  212.241.7818 
E-mail  iamie.cesaretti@msnyuhealth.org 

ACADEMIC  POSITION _ 

7/2004  -  present  Assistant  Professor 

Department  of  Radiation  Oncology 

Mount  Sinai  School  of  Medicine,  New  York,  New  York 

■  Member  MSSM  CME  Advisory  Board 

■  American  Board  of  Radiology,  Certification,  June  2005 

■  Associate  Member  Children’s  Oncology  Group 

■  Member  Annual  Meeting  Subcommittee  of  ASTRO 


EDUCATION _ 

7/2004  -  Present  Candidate  for  Master  of  Clinical  Research 
Mount  Sinai  School  of  Medicine 


7/2000  -  6/2004  Resident  Physician 

Department  of  Radiation  Oncology 
Mount  Sinai  School  of  Medicine,  New  York,  New  York 
■  Chief  Resident  2003  -  2004 


7/ 1 999  -  6/2000  Internship 

Department  of  Internal  Medicine 

St.  Luke’s  -  Roosevelt  Hospital,  New  York,  New  York 

7/1995-6/1999  M.D. 

School  of  Medicine 

State  University  of  New  York  at  Stony  Brook,  Stony  Brook,  New  York 
■  President,  History  of  Medicine  Club 


7/1993  -  6/1995  Post-baccalaureate  Pre-med  Program 

School  of  General  Studies 

Columbia  University,  New  York,  New  York 


7/1989  -  6/1993  B.A.,  History 

Columbia  College 

Columbia  University,  New  York,  New  York 

■  John  Jacob  Astor  Scholar,  1989  -  1993 

■  Co-founder,  Columbia  Hiking  Club 

■  Leader,  Columbia  Outdoor  Orientation  Program 


RESEARCH  EXPERIENCE 


7/1993-6/1995  Research  Assistant 

Department  of  Pathology,  College  of  Physicians  &  Surgeons 
Columbia  University,  New  York,  New  York 

■  Lab  focus  on  study  of  neuronal  cytoskeleton  and 
plaque-associated  disease  states. 


GRANTS 


Sponsor:  National  Institute  of  Health  Loan  Repayment  Program 
Principle  Investigator:  Cesaretti  JA 

Project  entitled, ”ATM  Heterozygosity  and  the  Development  of  Radiation-Induced 
Erectile  Dysfunction  and  Urinary  Morbidity  Following  Radiotherapy  for  Prostate 
Cancer.”  (7/1/05-6/30/07) 

Sponsor:  American  Cancer  Society 
Principle  Investigator:  Rosenstein  BA 
Co-Investigator:  Cesaretti  JA  (20%  effort) 

Project  entitled,  ’’Genetic  Predictors  of  Adverse  Radiotherapy  Response  in  African- 
Americans.”  (7/1/05-6/30/09) 

Basic  Science  Travel  Grant 

ASTRO  Research  Evaluation  Committee 

ASTRO's  46th  Annual  Meeting  in  Atlanta,  GA  from  October  3-7,  2004 

Physician  Research  Training  Award,  PC031 163,  2003, 

Prostate  Cancer  Research  Program. 

Sponsor:  Department  of  Defense. 

Principle  Investigator:  Cesaretti  JA  (60%  effort) 

Mentors:  Stock  RG,  Rosenstein  BA 

Project  entitled,  “ATM  Heterozygosity  and  the  Development  of  Radiation-Induced 
Erectile  Dysfunction  and  Urinary  Morbidity  Following  Radiotherapy  for  Prostate 
Cancer.” 

(7/1/04-6/30/09) 


PUBLICATIONS 


Cesaretti  JA,  Stone  NN,  Stock  RG.  “Urinary  symptom  flare  following  1-125  prostate 
brachytherapy.”  Int  J Radiat  Oncol  Biol  Phys  2003  Jul  15;  56(4):  1085-92. 


Stock  RG,  Stone  NN,  Cesaretti  JA.  “Prostate-specific  antigen  bounce  after  prostate  seed 
implantation  for  localized  prostate  cancer:  descriptions  and  implications.”  IntJ  Radiat 
Oncol  Biol  Phys  2003  Jun  1;  56(2):448-53. 

Stock  RG,  Cahlon  O,  Cesaretti  JA,  Kollmeier  MA,  Stone  NN.  “Combined  Modality 
Treatment  in  the  Management  of  High  Risk  Prostate  Cancer.”  IntJ  Radiat  Oncol  Biol 
Phys  2004  Aug  1;  59(5):  1352-1359. 

Cesaretti  JA,  Stone  NN,  Stock  RG.  “Does  a  prior  transurethral  resection  of  the  prostate 
compromise  brachytherapy  quality:  a  dosimetric  analysis.”  Int  J  Radiat  Oncol  Biol  Phys. 
2004  Oct  l;60(2):648-653. 

Cesaretti  JA,  Stock  RG,  Atencio  DA,  Bernstein  J,  Stone  NN,  Wallenstein  S,  Green  S, 
Loeb  KL,  Kollmeier  MA,  Smith  M,  Rosenstein  BS.  “ATM  sequence  variants  are 
predictive  of  adverse  radiotherapy  response  among  patients  treated  for  prostate  cancer.” 
Int  J  Radiat  Oncol  Biol  Phys.  2005  Jan  1;61(1):  196-202. 

Cesaretti  JA,  Stock  RG,  Stone  NN.  “Brachytherapy.”  Submitted  Book  Chapter,  Prostate 
Cancer:  Principles  and  Practice,  Ed  by  Kirby  R,  Partin  AW,  Feneley  M,  Parsons  JK. 
Taylor  and  Francis  Medical  Books. 

Kollmeier  MA,  Stock  RG,  Cesaretti  JA,  Stone  NN.  “Urinary  Morbidity  Following  Post- 
brachytherapy  Transurethral  Resection  of  the  Prostate.”  J  Urol.  2005  Mar;173(3):808-12. 

Andreassen  CN,  Overgaard  J,  Alsner  J,  Overgaard  M,  Herskind  C,  Cesaretti  JA  et  al. 
“ATM  sequence  variants  and  risk  of  radiation-induced  subcutaneous  fibrosis  after 
postmastectomy  radiotherapy.”  Int  J  Radiat  Oncol  Biol  Phys.  2006  Mar  l;64(3):776-83. 

Stock  RG,  Cesaretti  JA,  Stone  NN.  “Disease-specific  survival  following  the 
brachytherapy  management  of  prostate  cancer.”  Int  J  Radiat  Oncol  Biol  Phys.  2006  Mar 
l;64(3):810-6. 

Stock  RG,  Stone  NN,  Cesaretti  JA,  Rosenstein  BS.  “Biologically  effective  dose  values 
for  prostate  brachytherapy:  Effects  on  PSA  failure  and  post-treatment  biopsy  results.”  Int 
J  Radiat  Oncol  Biol  Phys.  2006  Feb  l;64(2):527-33. 


ABSTRACTS 


Cesaretti  JA,  Atencio  DA,  Stock  RG,  Stone  NN,  Green  S,  Bernstein  JL,  Wallenstein  S, 
Loeb  K,  Chalon  O,  Kollmeier  MA,  Smith  MJ,  Rosenstein  BA.  “ATM Mutational  Status 
is  Associated  with  an  Increased  Severity  and  Earlier  Onset  of  Radiation-Related  Rectal 
Morbidity  Among  Patients  Treated  with  125I  Prostate  Brachytherapy.”  Proceedings  of  the 
Radiological  Society  of  North  America  2003  Nov. 


Cesaretti  JA,  Stone  NN, Stock  RG.  “Late  exacerbation  of  urinary  symptoms  following  I- 
125  prostate  brachytherapy.”  Int  J Radiat  Oncol  Biol  Phys  2002  Oct  1;  54(2)  Supl  1:45. 


Cesaretti  JA,  Stock  RG,  Stone  NN,  Kollmeier  M.  “A  TIJRP  defect  does  not 
compromise  prostate  implant  dosimetry.”  Brachytherapy  2003  May  1;  2(1):  66. 

Dosoretz  AM,  Stock  RG,  Cesaretti  JA,  Stone  NN.  “Role  of  external  beam  radiation 
therapy  in  low,  intermediate,  and  high  risk  patients  treated  with  permanent  radioactive 
seed  implantation.”  Int.  J  Radiat  Oncol  Biol  Phys  2003  Oct  1;  57(2)  supl  1:171. 

Loeb  KL,  Stone  NN,  Cesaretti  JA,  Stock  RG.  “The  effect  of  intra-operative  computer 
based  dosimetry  on  urinary  symptom  severity.”  Brachytherapy  2003  May  1;  2(1):  65. 

Loeb  KL,  Cesaretti  JA,  Stock  RG,  Stone  NN.  “TURP  cavity  size  is  associated  with 
urinary  symptom  severity  following  1-125  prostate  brachytherapy.”  Proceedings 
of  the  Radiological  Society  of  North  America  2003  Nov. 

Kollmeier  MA,  Stone  NN,  Cesaretti  JA,  Stock  RG.  “Comparison  of  Race  and  Prostate 
Cancer  Outcome  in  Patients  Treated  with  Brachytherapy.”  Brachytherapy  2004  May  1; 
3(1):  290. 


PRESENTATIONS 


Cesaretti  JA,  Stone  NN,  Stock  RG.  “Late  Exacerbation  of  Urinary  Symptoms 
Following  1-125  Prostate  Brachytherapy.”  ASTRO  44th  Annual  Meeting,  October  2002, 

New  Orleans,  Louisiana. 

Cesaretti  JA,  Atencio  DA,  Stock  RG,  Stone  NN,  Green  S,  Bernstein  JL,  Wallenstein  S, 

Loeb  K,  Chalon  O,  Kollmeier  MA,  Smith  MJ,  Rosenstein  BA.  “ATM Mutational  Status 
is  Associated  with  an  Increased  Severity  and  Earlier  Onset  of  Radiation-Related  Rectal 
Morbidity  Among  Patients  Treated  with  125I  Prostate  Brachytherapy.”  RSNA  89th 
Annual  Meeting,  November  2003,  New  York,  New  York. 

Cesaretti  JA.  “Interactive  Ultrasound  Guided  Prostate  Brachytherapy;  The  Mount  Sinai 
Experience.”  First  Annual  Radiation  Oncology  Symposium,  Galliera  Hospital, 

November  2003,  Genoa,  Italy. 

Cesaretti  JA.  “Real  Time  Brachytherapy:  The  American  Experience.”  International 
Course  on  Brachytherapy,  San  Paolo  Hospital,  Febuary  2004,  Savona,  Italy. 

Cesaretti  JA.  “Genetic  Associations  Are  Predictive  Of  Adverse  Outcomes  Following 
Radiotherapy 

For  Prostate  Cancer.”  Radiological  and  Medical  Physics  Society  of  New  York  (RAMPS), 
Spring  Symposium  Advancing  Radiation  Oncology  Planning  Through  an  Understanding  of 
Biology,  May  2004,  New  York,  New  York. 


Cesaretti  JA.  “Intensity  Modulated  Radiation  Therapy  for  Brain  Malignancies.”  IV 
Advanced  Techniques  and  Technology  in  Image-Guided  Brain  and  Spine  Surgery, 
December  5,  2004,  New  York,  New  York. 

Cesaretti  JA.  “Radiation  Therapy  for  Esophageal  Carcinoma.”  From  Gastroesophageal 
Reflux  Disease  to  Esophageal  Cancer:  New  Treatments  and  Technologies,  April  2,  2005, 
The  New  York  Academy  of  Medicine,  New  York,  New  York. 

Cesaretti  JA.  “Intensity  Modulated  Radiation  Therapy  for  Prostate  Cancer”  and 
“Combined  Modality  Therapy  for  Prostate  Cancer.”  Advanced  Workshop  in  the 
Treatment  of  Prostate  Cancer,  April  27-29,  2005,  The  New  York  Academy  of  Medicine, 
New  York,  New  York. 

Cesaretti  JA.  “Intensity  Modulated  Radiation  Therapy  for  Prostate  Cancer”  and 
“Combined  Modality  Therapy  for  Prostate  Cancer.”  Advanced  Workshop  in  the 
Treatment  of  Prostate  Cancer  II,  September  27-29,  2005,  The  New  York  Academy  of 
Medicine,  New  York,  New  York. 


POSTER  DISCUSSION 


Cesaretti  JA,  Stock  RG,  Atencio  DA,  Bernstein  JL,  Stone  NN,  Wallenstein  S,  Green  S, 
Loeb  KL,  Kollmeier  MA,  Smith  M,  Rosenstein  BS.  “ATM  Sequence  Variants  are 
Predictive  of  Adverse  Radiotherapy  Response  Among  Patients  Treated  for  Prostate 
Cancer.”  ASTRO  46th  Annual  Meeting,  October  2004,  Atlanta,  Georgia. 


POSTERS 


Cesaretti  JA,  Stock  RG,  Stone  NN,  Kollmeier  M.  “A  TURP  defect  does  not 
compromise  prostate  implant  dosimetry.”  American  Brachytherapy  Society,  24th  Annual 
Meeting,  May  2003,  New  York,  New  York. 

Cesaretti  JA,  Stock  RG,  Rosenstein  BS.  “Education  and  training  in  the  six  general 
competencies  in  a  radiation  oncology  residency  program.”  ACGME  Annual  Conference, 
March  2003,  Chicago,  Illinois. 

Kollmeier  MA,  Stone  NN,  Cesaretti  JA,  Stock  RG.  “Comparison  of  Race  and  Prostate 
Cancer  Outcome  in  Patients  Treated  with  Brachytherapy.”  American  Brachytherapy 
Society,  25th  Annual  Meeting,  May  2004,  Barcelona,  Spain. 


